REMARKS 

The claims have been presented again because claim 15 in the August 5, 2003 
Preliminary Amendment was incomplete. Accordingly, a new Listing of the Claims has been 
presented. Claims 1-14 were cancelled in the August 5, 2003 Preliminary Amendment, 
which is reflected in the above Listing of the Claims. Original claims 15-22 remain pending 
in the captioned application. 

Obviousness Rejections 

1. Claims 1 and 9 were rejected under 35 USC § 103(a) as being unpatentable over U.S. 
Pat. No. 5,541,227 ("Loew") in view of PCT Appl. No. WO 91/16043 ("Mapelli") further in 
view of U.S. Pat. No. 5,780,046 ("Humber"). (December 8, 2004 Office Action ("Office 
Action") at 4.) 

For the reasons set forth below the rejection, respectfully is traversed. 

Claims 1 and 9 were cancelled in the August 5, 2003 Preliminary Amendment. 
Accordingly, it is believed that this rejection is moot. Therefore the rejection is improper and 
should be withdrawn. 

2. Claims 1-22 were rejected under 35 USC § 103(a) as being unpatentable over Loew in 
view of Mapelli further in view of U.S. Pat. No. 4,835,187 ("Reuter") (Office Action at 5.) 

Loew discloses 

!5?) ABSTRACT 

An ibuprafen-coniaining medicament which conmins ibu- 
profcn only in the (SK*Korm U disclosed, (SM-rMbupro- 
fen is more than \wke a$ active as the. nsccmatc which has 
until now been used in the trcaimerut of rheumatism. This 
permits reduction of the quantity of acti ingredient arid the . 
*te of the tablets or drawees. 

ttwprofto, i.e. 2-(4 [500U[yiprBcn>l>-propionic acid is a I 

tried and tested NSAR from the group of phenyl propionic M j 

acid derivatives that hiss shown itself to be effective in « 

inhibiting prostaglandin synthesis in experiments with ani- ! 

mals with inflammation, tn therapy of hnmans, tbuprofen I 

reduces pail*, iwcUbg and fever cutrecfi by inflammation. U i 
5hpw 8 the usuaJ vm waited sicie effect* of NSAR. The 35 j 

pnannacoiogicaj acavtiy is accoumec tor oy oaiy one 01 cue 
cnanriarnaa. It is known thai (R>-(-)-i buprofen has substan- ^ 
tially less pharmaoologicai activity Uun (SM*>ihuproferL 
Slime, huwetra, die ineffeutave (R)-(=)-aimttiuiiflei is lhjii- p i i 
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verted to the active (SM+)-cc&ntioiT>ex in vivo, as has been 
proved by analysis of ibuprofen metabolites excreted in the 
urine, on therapeuuc advantage has until now been exprcted 
from the use of the (S'MtO -form instead of the racemate and 
' 5 2 separation of ttio dextro rotatory form from the laevo 
rcLoiory fbna 2ms not been thought to be necessary- 
It has now been found that contrary to established 
j opinion, according to which the fotiprofeiMBcemate was the 
jo, most suiiahte iherapeuu'cally-active form stnrr the inactive 
CR>C-)-cnsnUomcr was convened into the active (SM+> 
eaaaiiom«f In fcuams> tbat the (S>-C+]-form of iouprofeiu 
i.e. in the absent of the (RK-)-fotrm his a substantially 
. greater ptiarmacologicai potential than was anticipated. The 
, 35 present invention is based on this recognition. 
; The invention relates to an ibuprofen-containing medt- 

> corneal end is diaracterizcd in that in the mcdsc&rnenl 
i ibuprofen is only preset as the (SM-H-cnanhomci. It was 
20 not to be expected thai by ibe sole use of the (S)-(-fr)- 
: caamtomer a substantial reduction of dosage would be 
I possible,, since it was known thai the as such Largely inactive 
t (R) (-Mbvpfofea was converted tow the active (SH*> 
ibuprofen Ln humans, h was. however, surpriiinglr found 
1 25 that the same analgetic activity caused by a given dose of 
; racemic ibuprofen can not only beachieved by haJf the. dose 
of (SH+}-ibupTDfeu, but that even less linn half as much 
t (SK+)-ifcnprofcn as racccaic ibcnTofen is required to give a 
: given analgetic anivity. Thi? resuh I?, on the kajis Of 
k otoervaaons uoii] sow on the mtefcanism of action or 
NSAR. particularly ibuprofen, extremely surprising. These 

Evaluation <jf the Analgetic Activity of Ibuprofen 

la this test the afferent nerves of the feet of female Rhesus 
raonkeys were electricaJty simulated. For the test four adult 
10 female. Rhesus monkeys toiacaca nmlatta) weft used 

Tne following active insrcalcnis. were pscd; 
(SH^)-ibDprofcn 
(RX-WbproFcn 

(±) -ibuprofen 

15 AceryLs^iicyiic acid 

W Each aniinal was treated with the following active ingre- 
dients in the given quantities: 



1. UIM-Vshttprcfo! 
3. (±>-&ufro-fcB. 

5. earner (0.5ft cobonyrrwhyl 
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TABLE 1 



Pcrccntt*jt CTuu^c of £>o railage snjiarnd to iu 1 1 i f vr a 
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Mapelli discloses taste masking of an orally administered drug by coating the drug 
with a polymeric membrane soluble only at a pH of 5 of greater. An acid substance is 
included in the formulation to reduce or prevent the dissolution of the membrane in the oral 
cavity. 

Reuter dislcoses 

(a) Field of the Invention 5 

This invention relates co a novel therapeutic form of 
spray dried ibuprofen having a neutral taste which can 
be formulated into, for example chewabie tablets and 
East dissolving dosage forms as described in U S. Pat 
Nos. 4,305,502 and 4J7I.516, More specifically tMs 10 
invention relates to a caste-nemral spray dried powder 
formed by spray drying a solution of ibnpTcfcn and 
ethylceWcse, hydrojysthyj ceflulpse or hydroaynror 
pytraethyl cellulose alone Qi in admixture, in at least a 
50% lower alianol solonon having suspended therein iJ 
colloidal silica. By Last©* neutral it is meant that the 
powder ha* essentially do teste and Is neither sweet nor 
Wtter. Col. 1 

The use of flavor agents eg. chocolate, banana, 
orange, lemon, Ikorwe, root beer, and raspberry, m ^ 
p>araeular, have been proposed for bitter tascng drugs. 
These agents are not dependable masking ingredients. 
Mint flavors can be useful b ameliorating a chalky tasle 
parameter, flitter properties, however, are very difficult 
to mask to any great extent, pamcolarly, when they do 30 

oat mimic the expected natural taste of the flavor agent- Col.. 1 / 
3 

Food acids, eg, finmrie acid and malic add. Which 
are soluble in aUrano! solutions and can create an aque» 
ous environment tvot peacer than pH 4.0, may correct 
the perception of bitteraesa in preparing the spray dried 
powder. 3 
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EXAMPLE I 



2: 



In this example, tbe feed mixture to the spray dryer 
was composed Of the following materials. 
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tjopropyl Alooci 6746 




qj 3000 nJ. 


Total: 




1165 grams 



3: 



The itaprofca W3S dissolved in a portion of the alco- ^ 
bo\ contained in a stainless steel mixing vessel with the 
aid of a Ughmin mixer, Tie hydroxyerhyl celiujoso 
wetted and dispersed m the remaining alcohol m a sepa- 
rate stainless steel muring vessel with the aid of a Light- 
ran mixer. The contents of the two mixing vessels were *i 
filtered and combined. Tbe caster oil and then colloidal 
silica were added and miyrd until a homogeneous dis- 
persion was obtained The dispersion was then trans- 
ferred to the feed hopper of the Buchi Mini Spray 
Dryer. j ;f 

The Spray dryer was operated such thai an air inlet 
temperature of 153*-210* C. and an air outlet tempera- 
ture of 94' to 108* C was maintained throughout the 
run. 

Tbe yield of spray dried powder was about 90% of 
theoretical. The product was a white, fine powder. 

The freshly obtained prod act upon tasting and beng 

held in the month for 45 seconds produced no bitterness 
characteristic of fcuprafien. Upon aging one month at ^ 
room temperature the product remained quite accept- 
able without bitterness. 

EXAMPLE I 

This example describes the preparation of fcst das- # 
solving dosage forms using the spray dried taste-neutral 
tbuprofen of Firrmplc L and other ingredients as fol- 
lows; Co j 
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EXAMPLE 4 t 

In this cjwuplc, the feed mixture to the spray dryer g 
was composed of the following materials. s 
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Ingredient 
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EXAMPLE 5 

In this example, ethyl alcohol was used instead of 
isopropyl alcohol and the feed mixture to the spny 
dryer was composed of the following materials. 
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At the outset, claims 1-14 were cancelled in the August 5, 2003 Preliminary 
Amendment. It is believed that this rejection, as it pertains to claims 1-14, is moot. 
Therefore, the rejection is improper and should be withdrawn. 
In making the rejection, the Examiner asserted that: 

The claims are directed toward an oral composiiiari comprising a racemic mitfwe of foi profen 

oj derivative and 3<M.5Q furaaric acid (or 60%. 7- 13%). The cbinwarc-abo directed 

?0W3rd^ie compos Hiaa of ifcupafat wherein the drug arr cna1esip3riicj.es and corepbe 

eccifients osd the polymeric coming is hydrocolloid. The eluirrs are (tinier drawn rotund ihe 

composition in labia, chewable dosage, liquid, sucfcaWe solid of scmi.solid form, tire 

cnrnpositLon reduces tie bum sensation of ihuprofen. 

(Office Action at 5.) 
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As mentioned, Loew et al (Patent '227) disclose a pharmaceutical composition 
comprising a racemic mixture of ibuprofen (col 6, lin 10-15, lin 50-60; col 7, Table U lin 60-65 
and cotl2, tin 15^30). 

Patent '227 docs not teach the use of fiimaric acid as exciptents and does not teach that 
ibuprofen drug particles arc used for making the composition. 

We discussed Mapelli et al (WO 043) above. WO '043 discloses the use of polymer- 
coaling before granulation (page 4, lin L0) 5 discloses the use of polymer for coaling (page 4, lin 
24, continuing to page 5, lin i-5) and discloses the use of recipients such as fumaric acid (page 
2, lin 25-30; page 5, lin 1-6; page 6, lin 1-5 and page 12, lin claims 2-5; and page 12, claim 2). 
WO *043provides a method of masking the undesirable taste of the drugs by coating with 
polymeric membranes (page 2, lin 25-30 and page 13, cfaim 10). WO '043 discloses 
formulations of the drug such as tablet, sachet and formulation that is easily disintegrated in the 
mouth (page 6Jin 10). 

Reuter et al (Patent '187) is relied upon for the disclosure of powdered ibuprofen 
composition comprising cellulose and hydroxyethyl cellulose, sodium lauryl sulfate and fiimanq 
acid (col 4, tin 1-10, col 5, Example 4 and Example 5). Significantly, Patent ' 1 87 discloses that 
the composition is taste neutral (col3, lin 55-60 and col8, lin 10- 1 5). (Office 
Action at 6.) 

The Examiner reasoned that one of ordinary skill would have been motivated to 
prepare pharmaceutical composition comprising racemic mixture of ibuprofen- generally 
known to have an unpleasant taste- and mask such unpleasant taste by coating with polymeric 
membranes and/or adding excipients such as malic acid, fiimaric acid. (Office Action at 6.) 
The Examiner further reasoned that one of ordinary skill would expect to obtain 
organoleptically acceptable compositions of ibuprofen that would [be] more appealing and 
suitable to patient taste and thereby improve patient compliance in taking medication. {Id. at 
6-7.) The Examiner concluded that "the invention as a whole would have been obvious to 
one of ordinary skill in the art at the time it was made." (Office Action at 7.) 
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Initially, it is noted that claims 15-22 are directed to, among other things, a method for 
reducing the burn sensation of propionic acid derivative compositions. The rejection fails to 
identify where in any of the cited document such a limitation can be found. 

As is fundamental, a prima facie case of obviousness must be based on facts, "cold 
hard facts." When the rejection is not supported by facts, it cannot stand. 

The rejection uses facts related to compositions to reject method claims. It is not seen 
in this record where there are any facts to support such reasoning. Thus, the rejection is not 
supported by facts and must be withdrawn for this reason alone. 

Even if the rejection were proper, which is denied, it ignores the fact that it appears 
that Loew teaches away from the claimed invention. In particular, Loew discloses 
advantages of using the (S)-(+)-ibuprofen over the racemic mixture or its racemate. It is not 
seen where one of ordinary skill in the art would be motivated to use racemic ibuprofen in the 
method of the claimed invention. Nor is it seen where Mapelli and Reuter provide the 
necessary motivation. 

A prima facie case of obviousness, however, requires that the rejection describe with 
specificity why one skilled in the art would have combined two references to arrive at the 
claimed invention. In reDembiczak, 175 F.3d 994, 999, 50 USPQ2d 1614, 1617 (CAFC 
1999). ("Our case law makes clear that the best defense against the subtle but powerful 
attraction of a hindsight-based obviousness analysis is rigorous application of the 
requirement for a showing of the teaching or motivation to combine prior art references"). 
In the present case, no such explanation is found in the rejection. The showing of a 
motivation to combine must be clear and particular, and it must be supported by actual 
evidence. In reDembiczak, 175 F.3d 994, 999, 50 USPQ2d 1614, 1617 (Fed. Cir. 1999). 

Thus, the rejection is not supported by the kind of specificity required to sustain a 
conclusion of obviousness. For this additional reason, the rejection is improper and should be 
withdrawn. 

Finally, the Examiner is invited to call the applicants' undersigned representative if 
any further action will expedite the prosecution of the application or if the Examiner has any 
suggestions or questions concerning the application or the present Response. In fact, if the 
.claims of the application are not believed to be in full condition for allowance, for any reason, 
the applicants respectfully request the constructive assistance and suggestions of the 
Examiner in drafting one or more acceptable claims pursuant to MPEP § 707.07(j) or in 
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making constructive suggestions pursuant to MPEP § 706.03 so that the application can be 



placed in allowable condition as soon as possible and without the need for further 
proceedings. 

Respectfully submitted, 

By :/Timothy E. Tracy, Reg. #39,401/ 
Timothy E. Tracy 

Johnson & Johnson 

One Johnson & Johnson Plaza 

New Brunswick, NJ 08933-7003 

(732) 524-6586 

DATE: May 12, 2005 
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